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DETAILED ACTION 
Election/Restrictions 

Applicant's election of Group I in the reply filed on 1 1/05/07 is acknowledged. Because 
applicant did not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP § 818.03(a)). 

Applicant's election of species I in the reply filed on 1 1/05/07 is acknowledged. Because 
applicant did not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP § 818.03(a)). 
However, for the purposes of advancing prosecution, the species election has been withdrawn. 

Claims 63-68 are withdrawn fi-om further consideration pursuant to 37 CFR 1.142(b), as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Applicant timely traversed the restriction (election) requirement in the reply filed on 1 1/05/07. 

Information Disclosure Statement 
The information disclosure statement filed 6/26/2006 fails to comply with the provisions 
of 37 CFR 1.97, 1.98 and MPEP § 609 because the Non-Patent Literature documents have not 
been provided with at least the year of publication, number of pages, and pubhsher (e.g. the 
name of the journal which published the articles) See 37 CFR 1.98 (b)5 and MPEP 609.04(a). It 
has been placed in the application file, but the information referred to therein has not been 
considered as to the merits. Applicant is advised that the date of any re-submission of any item 
of information contained in this information disclosure statement or the submission of any 
missing element(s) will be the date of submission for purposes of determining compliance with 
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the requirements based on the time of filing the statement, including all certification 
requirements for statements under 37 CFR 1.97(e). See MPEP § 609.05(a). 

Specification 

The use of the trademark "DeepBlueC™" has been noted throughout this application. It 
should be capitalized wherever it appears and be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any manner 
which might adversely affect their validity as trademarks. 

The abstract of the disclosure is objected to because the abstract contains typographical 
errors. The abstract inserts an open parenthesis before the word "beta-arrestin" in two locations 
without a corresponding closed parenthesis. Correction is required. See MPEP § 608.01(b). 

Drawings 

The drawings are objected to because the drawings contain the trademark 
"DeepBlueC™" in figure 3. It should be capitalized wherever it appears and be accompanied by 
the generic terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any manner 
which might adversely affect their validity as trademarks. 
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Corrected drawing sheets in compliance with 37 CFR 1 . 121(d) are required in reply to 
the Office action to avoid abandonment of the apphcation. Any amended replacement drawing 
sheet should include all of the figures appearing on the immediate prior version of the sheet, 
even if only one figure is being amended. The figure or figure number of an amended drawing 
should not be labeled as "amended." If a drawing figure is to be canceled, the appropriate figure 
must be removed from the replacement sheet, and where necessary, the remaining figures must 
be renumbered and appropriate changes made to the brief description of the several views of the 
drawings for consistency. Additional replacement sheets may be necessary to show the 
renumbering of the remaining figures. Each drawing sheet submitted after the filing date of an 
application must be labeled in the top margin as either "Replacement Sheet" or "New Sheet" 
pursuant to 37 CFR 1 .121(d). If the changes are not accepted by the examiner, the applicant will 
be notified and informed of any required corrective action in the next Office action. The 
objection to the drawings will not be held in abeyance. 
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Claim Objections 

Claims 36, 40-43, 47-49, and 53 are objected to because of the following informalities: 
Claims 36, 40-43, 47-49 and 53 are grammatically incorrect. Claim 36 is missing the article "a" 
in the phrase "a cell comprising GPCR-RLuc fusion protein" should read, "a cell comprising a 
GPCR-RLuc fusion protein". 

Claims 40-43 and 47-49 are missing the article "the" in the phrase "wherein P-arrestin is", 
which should read, "wherein tiie P-arrestin is ". 

Claim 53 is missing the article "a" and a space in the phrase "wherein the P-arrestin is 
human P-arrestin-2 K233Q;R237Q;K251Qmutant", which should read, " wherein the P-arrestin 
is a human p-arrestin-2 K233Q; R237Q; K251Q_mutant ". 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such Ml, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 36-55, 57-61 and 69-71 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for methods wherein the substrate is colenterazine or 
known derivatives and wherein the colenterazine or known derivative is in a solution of 40% 
ethanol and does not form a precipitate after storage at room temperature for at least 30 minutes, 
does not reasonably provide enablement for methods using any other substrate, or any other 
conditions wherein the substrate does not form a precipitate after storage at room temperature for 
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at least 30 minutes. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make or use the invention commensurate 
in scope with these claims. 

The test of enablement is whether one skilled in the art could make and use the claimed 
invention from the disclosures in the application coupled with information known in the art 
without undue experimentation {United States v. T electronics, Inc. 8 USPQD2d 1217 (Fed. Cir. 
1988)). Whether undue experimentation is required is a conclusion reached by weighing several 
factors. These factors were outlined in Ex parte Forman, 230 USPQ 546 (Bd. Pat. App. & Inter. 
1986) and again in In re Wands, 8 USPQQ2d 1400 (Fed. Cir. 1988) and include the following: 

Unpredictability of the art and State of the art. The art concerning performing BRET 
assays to obtain the claimed BRET ratios using GPCR-Rluc and a P-arrestin-GFP fusion protein 
wherein the substrate is any other than colenterazine or known derivatives is unpredictable. 
Likewise, so is the use of any given Rluc substrate that does not precipitate after storage at room 
temperature. Joly et al (US 20030203404 Al) teach the use of colenterazine and three 
derivatives (coeWOOa, (DeepBlueC or DBC), h, and hpc) in just such an assay. See Example XI, 
beginning in \ [0262]. Joly et al teach this to be the substrate for the Rluc in the instantly 
claimed assay. The prior art cited in Joly et al in the above example, and the teachings of the 
instant specification, are devoid of any other suitable substrates for the Rluc fiision protein. Joly 
et al teach that DBC is the preferred substrate as it produces the largest S/B ratio in the assay (i.e. 
Fig. 23 and the Example). The other colenterazine derivatives did not perform as well as DBC 
due to lower S/B ratios, thus detecting the desired BRET ratio would be more problematic due to 
an inherently higher background when these substrates are used (likely due to the higher 
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emission spectra of Rluc when these substrates are used (445 nm and 470-480 nm), which is 
closer to the emission spectra of the GFP, 5 15nm). Neither the instant specification nor the prior 
art teach or suggest other Rluc substrates that would be suitable as claimed. Regarding substrates 
that do not form a precipitate after incubation at room temperature, the instant specification 
teaches that DBC forms such a precipitate when diluted into a usable form. Furthermore, the 
specification prophetically teaches that the use of any given organic solvent at the proper 
concentration will reduce this precipitation, but that the proper concentration cannot be too high 
or low in order to be usefiil (e.g. too high of a concentration will reduce the BRET signal or 
interfere with the assay). See pages 9-10. The prior art of record is silent regarding conditions 
which will not form a precipitate when using DBC at room temperature. 

Thus, the state of the art regarding the use of the broadly claimed genus of Rluc 
substrates in the claimed methods is poorly developed, as are the conditions for using such a 
substrate such that a precipitate is not formed at room temperature. The development of such 
novel Rluc substrates and the requisite assay conditions that would not lead to formation of a 
precipitate would have to be done empirically. 

Number of working examples and Amount of guidance. Applicants have provided no 
working examples of Rluc substrates other than DBC. The prior art indicates other colenterazine 
derivatives may work as Rluc substrates to promote the fluorescence of GFP, but also may not 
provide the desired BRET ratio necessary to either support the claims (which require an 
"increased" BRET ratio), or to provide a definitive answer in the assay (i.e. whether or not the 
ligand added to the mixture has any affect on the GPCR/p-arrestin interaction). There are no 
working examples that specifically measure a reduction in the precipitation of an Rluc substrate. 
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The only working example that provides for a variation in substrate conditions is found on pages 
12-13 wherein DBC is tested in 0% ethanol (D-PBS), 6% ethanol, and 40% ethanol. The results 
are presented as a lengthening of stability of DBC in the assay rather than a lack of DBC 
precipitation (page 13 and Fig. 3). The results indicate that 40% ethanol improved the stability 
of DBC in the assay, whereas 0 and 6% ethanol did not. 

Applicants provide no direction or guidance regarding substrates for Rluc other than 
DBC for the claimed methods, and only prophetic suggestion that other organic solvents and 
concentrations of such solvents may work in improving the stability of DBC in the assay. The 
specification requires the skilled artisan to practice trial and error experimentation with a broad 
genus of unknown substrates for Rluc (which the skilled artisan would have to synthesize as they 
are not taught by the instant specification or the prior art), and assay conditions (a broad genus of 
literally any given solution (claim 57) or organic solvent (claim 58)at potentially any given 
concentration) that lead to a lack of substrate precipitation for an Rluc substrate at room 
temperature to determine which (if any) will be functional as claimed. 

Scope of the invention and Nature of the invention. The claims are broad in nature 
and read on using any substrate for Rluc and any assay condition that will lead to a lack of 
precipitation of any given Rluc substrate at room temperature. 

The invention involves the unpredictable art of performing BRET assays to obtain the 
claimed BRET ratios using GPCR-Rluc and a P-arrestin-GFP fusion protein wherein the 
substrate is any other than colenterazine or known derivatives, and the use of any given Rluc 
substrate that does not precipitate after storage at room temperature. 
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Level of skill in the art. While the level of skill in the art of performing the claimed 
BRET assays using DBC is high, the level of skill in the art of performing such assays using 
substrates other than DBC, or in using an Rluc substrate that does not precipitate at room 
temperature, is low. The unpredictability of the art, lack of guidance, broad scope of the claims 
and poorly developed state of the art would require that undue and excessive experimentation 
would have to be conducted by the skilled artisan in order to practice the claimed invention. 

Given the above analysis of the factors which the courts have determined are critical in 
determining whether a claimed invention is enabled, it must be considered that undue and 
excessive experimentation would have to be conducted by the skilled artisan in order to practice 
the claimed invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 56 and 62 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 56 and 62 are indefinite because of the use of the trademark, "DeepBlueC™". 
The claim scope is uncertain since the trademark or trade name cannot be used properly to 
identify any particular material or product (see MPEP 2173.05(u)). 
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Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed tmder the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 36-42, 47-49, 54, 55, and 69-71 are rejected under 35 U.S.C. 102(e) as anticipated 
by or, in the alternative, under 35 U.S.C. 103(a) as obvious over Berstein (US 20030157553 Al, 
EFD 3/3/2000) as evidenced by Kim et al (JBC, Aug., 2002, cited by applicants) and Laporte et 
al (JBC, 2000, cited by applicants) and Angers et al (PNAS, 2000, cited by applicants). 

Berstein teaches assays for identifying ligands, agonists and antagonists that bind or 
modulate the activity of GPCRs via the interaction of P-arrestin and the GPCR wherein the b- 
arrestin is mutated such that it behaves in a phosphorylation-independent manner. One such 
assay is the BRET assay wherein the GPCR is labeled with Rluc and the arrestin is labeled with 
GFP. See the abstract and t's [0006]-[ [0068]-[0069]. Berstein cite and incorporate Angers et al 
(2000) as a description of the BRET assay. Angers et al teach a method of performing a BRET 
assay comprising adding a substrate to HEK293 cells comprising a GPCR-Rluc fiision protein 
and a wild type P-arrestin- yFP fiision protein, and adding a substrate (colenterazine h) and 
ligand to the cells, and measuring a BRET ratio, wherein the ligand (isopreterenol) provides the 
GPCR-RIuc/arrestin-GFP complex (see Cell Culture and Transfection and BRET Assay sections, 
page 3685; and P2AR- P- Arrestin Interaction Measured by BRET section, page 3688, and figure 
7). Berstein teaches that at least one arrestin mutant, R169E, binds non-phosphorylated P2AR (a 
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GPCR) at least 5-foId greater than wild-type arrestin (Fig. lA, ^ [0012], [0087]). Thus, in a 
BRET assay featuring non-phosphorylated P2AR-GFP, the inability of a WT arrestin-RIuc fusion 
protein to bind the P2AR-GFP fusion protein would inherently lead to an "increased" BRET ratio 
when compared to the use of the phosphorylation-independent arrestin mutant(s) in such a fusion 
protein. This is because the WT fusion protein cannot bind the P2AR-GFP, and thus cannot 
generate a BRET signal whereas the arrestin mutant(s) can. This is also considered to meet the 
limitations of claim 38, as the mutant arrestin proteins bound the P2AR longer than the WT 
arrestin (which bound the P2AR little or not at all), thus "delaying" or "inhibiting" separation of 
the mutant arrestin/ P2AR complex relative to the WT arrestin/ P2AR complex. Berstein also 
teach measuring the binding of mutant arrestins over time in drug screening assays (T|'s [0017], 
[0065]). 

Certain arrestin mutants taught by Berstein are carboxy-terminal deletions that include 
deletion of, for example, residues 343-410 of human p-arrestin 2 (SEQ ID NO: 4, see t's [0042]- 
[0043]). Laporte et al teach that P-arrestin interacts with AP2 at residues 394 and 396 (see 
abstract). Laporte teaches construct wherein the 394 and 396 arginines are mutated to alanines, 
resulting in P-arrestin R394A and R396A mutants that did not bind AP2, and that removal of 
residues 333-376 of arrestin-2 removed clathrin binding (AClath mutant). See Figs 2-4. Clathrin 
mediates internalization of GCPRs via endocytosis (Laporte et al, page 23210, second column, 
last two Tls). Likewise, Kim et al teach that removal of residues 376-380 of arrestin-2 is essential 
for clathrin binding, and that residues 391 and 395 have an essential role in AP2 binding. See 
the abstract and Fig. 4. Thus, the C-terminally truncated P-arrestin of Berstein inherently would 
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not have any AP2 or clathrin binding domains via deletion, and would not be internalized via 
endocytosis. 

Claims 54, 55 and 69-71 merely recite intended uses for the method of claim 36. Claims 
69-71 appear to recite only a mental step performed by the skilled artisan upon performing the 
methods and assays of Berstein. Berstein teaches the methods are useful for screening pluralities 
test compounds and screening for pharmaceuticals or drugs via automated screening methods. 
Agonists and antagonists of GPCRs are included in those compounds to be identified. This is 
considered to meet the intended use limitations of claims 54, 55 and 69-71 (T|'s [0010], [0020]- 
[0021], [0060] - [0066], [0070]-[0081]). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 ol' this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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Claims 36-43, 47-56 and 69-71 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Berstein (US 20030157553 Al, EFD 3/3/2000) in view of Kim et al (JBC, Aug., 2002), 
Laporte et al (JBC, 2000), Angers et al (PNAS, 2000), Joly et al (Bioluminescence Resonance 
Transfer energy (BRET^) Principle, Applications, and Products, Packard Bioscience Inc, 2001, 
cited by applicants), Gaidarov et al (EMBO Journal, 1999,), and Genbank Accession numbers 
P32121, 49407, and 29067. 

The teachings of Berstein, Kim, Laporte and Angers et al are as above and applied as 
before. In addition, Berstein teaches that literally any mutant of arrestin known to achieve 
phosphorylation-independence of the arrestin/GPCR interaction is suitable in his methods (Tl's 
[0006], [0033]-[0049]). Berstein does not teach the specific mutants recited in claims 43 or 50- 
53, or the use of the DBC substrate. 

To reiterate from above, Laporte et al teach that rat P-arrestin-2 interacts with AP2 at 
residues 394 and 396 (see abstract). Laporte teaches construct wherein the 394 and 396 arginines 
are mutated to alanines, resulting in P-arrestin-2 R394A and R396A mutants that did not bind 
AP2, and that removal of residues 333-376 of P-arrestin-2 removed clathrin binding (AClath 
mutant). See Figs 2-4. Clathrin mediates intemalization of GCPRs via endocytosis (Laporte et 
al, page 23210, second column, last two T|s). Likewise, Kim et al teach that removal of residues 
376-380 (i.e. the sequence LIELD) of P-arrestin-1 (also termed arrestin-2, page 30760, second 
column, first full %) is essential for clathrin binding and intemalization, and that residues 391 and 
395 have an essential role in AP2 binding (absfract. Figs. 4, 6 and 7). Kim et al also teach that 
an R395E mutation is another option (e.g. vs. R395A) to remove the functionality of R395 (see. 
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e.g. Figs. 3C, 4, and 6). The human and rat P-arrestin sequences are aligned below with relevant 
residues underlined. 

370 380 390 400 

rat b-2 SAPREIDIPV DTN LIEFD TN YATDDDIVFE DFARLRLKGM 

hum. b-1 371-PV DTN LIELD TN DDDIVFE DFARQRLKGM -399 

hum. b-2 PV DTN LIEFD TN YATDDDIVFE DFARLRLKGM -399 

368 373 

Thus, in human P-arrestin-2, the residues required for AP2 binding are R393 and R395, 
equivalent to the R394 and R396 residues in rat P-arrestin-2 taught by Laporte et al. 
Furthermore, stop mutants at residues T374 of human P-arrestin- 1 or residue L373 of human P- 
arrestin-2 would remove both the clathrin and AP2 binding sites in either protein. 

Gaidarov et al teach that specific residues within P-arrestin can be mutated to abolish P- 
arrestins binding phosphoinositide. He specifically discloses a K223Q; R237Q;K251Q mutant 
that is not capable of binding phosphoinositide (see figure 2). Gaidarov also teaches that the 
residues response to interactions with phosphoinositide are basic and specifically mutates the 
amino acids to glutamines, which are mcharged amino acids (see page 873, column II). 
Gaidarov et al teach the importance of the arrestin-phosphoinositide interaction, and the mutants 
that abolish, and subsequent direction of the GPCR to clathrin-coated pits (i.e. internalization). 
See the abstract. 

Joly et al teaches a method and kit for performing a BRET assay comprising adding a 
substrate to a cell comprising a GPCR-Rluc fiision protein and a wild type P-arrestin- GFP fiision 
protein, and adding a DeepBlueC substrate to the cells, and measuring a BRET ratio (see BRET^ 
applications, pages 3-4, figiire 4). Joly teaches that the use of GFP instead of YFP is an 
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improvement of the pervious YFP used in BRET assays because the GFP variant is engineered to 
maximally absorb the energy emitted by the Rluc/DeepBIueC reaction (see page 1 and 2). 

The claimed method of using phosphorylation-independent mutants of arrestin in a BRET 
assay are essentially disclosed by Berstein et al with the exception of the specific mutants recited 
in claims 43 and 50-53, and the use of DBC as an Rluc substrate. The ordinary skilled artisan, 
seeking a phosphorylation-independent mutant of P-arrestin to for use in the BRET assays of 
Berstein, would have been motivated to use the mutants taught by Kim, Laporte and Gaidarov et 
al because these references teach these mutants to be a well known and predictable when a 
phosphorylation-independent arrestin is desired. Furthermore, it would have been obvious to 
apply the teachings of BCim and Laporte et al to human P-arrestins (taught by Berstein) to arrive 
at human arrestin mutants with the same lack of phosphorylation dependence. This is because 
one of skill in the art would have looked to the prior art for known binding residues and 
mutations that provide the desired fiinction for arrestin, and thus been motivated to introduce 
such mutations into the BRET assay taught by Berstein in order to relieve themselves of the 
burden of discovering such mutations for themselves. 

The ordinary skilled artisan, seeking an efficient use of GFP in the BRET assays of 
Berstein, would have been motivated to use the DBC substrate taught by Joly et al because DBC 
is taught to be an improvement when GFP is used, and could be used predictably in the BRET 
assay. It would have been obvious for the skilled artisan to do this because of the known benefit 
of improving the performance of the BRET assay as taught by Joly et al. 

Given the teachings of the cited references and the level of skill of the ordinary skilled 
artisan at the time of applicants' invention, it must be considered, absent evidence to the 
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contrary, that the ordinary skilled artisan would have had a reasonable expectation of success in 
practicing the claimed invention. All of the claimed elements were known in the prior art, and 
one skilled in the art could have combined the elements as claimed by known methods with no 
change in their respective functions, and the combination would have yielded predictable result 
to one of ordinary skill in the art at the time of the invention ((See KSR International Co. v. 
Teleflex Inc., 82 USPQ2d 1385 (U.S. 2007)). 

Claims 44-46 are rejected under 35 U.S.C. 103(a) as being unpatentable over Berstein, 
Angers, Laporte and Kim et al as applied to claim 36 above, and fiirther in view of Oakley et al 
(U.S. Patent 7,332,292, EFD 5/13/2002). 

The teachings of Berstein, Kim, Laporte and Angers et al are as above and applied as 
before. In addition, Berstein teaches the interdependence of the GPCR/arrestin system on the 
GRK proteins (Tj's [0004]-[0005]). None of these references teach the addition of additional 
GRK, i.e. the overexpression of GRK. 

Oakley et al teach the overexpression of GRKs in cells used for GPCR agonist/antagonist 
screening assays wherein the GRKs provide the benefit of enabling assays involving GPCRs 
wherein no agonist is known for the GPCR. The GRK may be GRK2 or GRKS. See the abstract, 
column 2, line 1 - column 3, line 46, Examples 2 and 3 (beginning in column 47). One assay 
method disclosed is the BRET assay of Angers et al (][ linking columns 15 and 16, column 30 
line 55 to column 31, line 14)). 

The claimed method of using phosphorylation-independent mutants of arrestin in a BRET 
assay are essentially disclosed by Berstein et al with the exception of the overexpression of 
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GRK. The ordinary skilled artisan, seeking an efficient method to assay GPCR 
agonist/antagonists wherein no agonist for the GPCR is known in the BRET assays of Berstein, 
would have been motivated to overexpress the GRK proteins taught by Oakley et al because 
teach this overexpression to be a well known and predictable way to overcome a potential hurdle 

in these assays. It would have been obvious for the skilled artisan to do this because of the 
known benefit of screening for GPCR agonists/antagonists as taught by Berstein and Oakley et 
al. 

Given the teachings of the cited references and the level of skill of the ordinary skilled 
artisan at the time of applicants' invention, it must be considered, absent evidence to the 
contrary, that the ordinary skilled artisan would have had a reasonable expectation of success in 
practicing the claimed invention. All of the claimed elements were known in the prior art, and 
one skilled in the art could have combined the elements as claimed by known methods with no 
change in their respective functions, and the combination would have yielded predictable result 
to one of ordinary skill in the art at the time of the invention ((See KSR International Co. v. 
Teleflex Inc., 82 USPQ2d 1385 (U.S. 2007)). 

Double Patenting 

Applicant is advised that should claim 36 be found allowable, claim 47 will be objected 
to under 37 CFR 1.75 as being a substantial duplicate thereof. When two claims in an 

application are duplicates or else are so close in content that they both cover the same thing, 
despite a slight difference in wording, it is proper after allowing one claim to object to the other 
as being a substantial duplicate of the allowed claim. See MPEP § 706.03(k). Claim 47 merely 
recites a limitation already found in claim 36. 
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Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael Burkhart whose telephone number is (571)272-2915. 
The examiner can normally be reached on M-F 8AM-5PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on (571) 272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Michael Burkhart/ 

Primary Examiner, Art Unit 1633 



